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AMENDMENTS TO TOT CLAIMS 



1 . (currently amended) A pharmaceutical composition for systemic administration 

comprising a pharmaceutical^ suitable carrier or diluent and a compound having the 
structure: 

^10 9 Ri R 3^2 




x 7 R 6 

or pharmaceutical^ acceptable salt or ester derivativ e t hereof; wherein 

R, is LyHm pe n T alkvh C^C^ alkenvl. C»-Om alkvnvl, Ci-O? 0 heterpalHy l, C?-Qq 

heteroalkenvl. C ? -C 7? heteroalkvnvL Ci- C m cvcloalkvl. C.-C™ cvcloalkenyl, C 3z g20 

cvcloalkvnvl- C r C ? ^ heterncvcloalkvi. C r C™ h eterocvcloalkenvL CVC?o 

heterocvcloalkvnv U aliphatic, hotorooliphatio, alioyolio, hetoroolioyolio y C^ClA-* 1 ? 1 

QtCh heteroaryl; 

R2 is methyl; 

R3 is hydrogen, halogen, hydroxy!, protected hydroxyl, or^aj^Cga alkyl, C? ?f - C 2 tt alfaaiyli 
O^-C^ alkvnvl Ci-C™ hg ternalkyl- Qz£& hetooalkmvL OCao heteroalkyPYl Cb-C^ 
cvcloalkvl, C r C 7 ^ cvcloalkenvl C*-C ? 0 cveloalkvnvL_C3-C™ heterocvcloalkyl, C^-C^ 
heterocvcloalkenvl. C^-C g hftterocvcloalkvnvL on aliphatic, hotoro aliphatic, alioyclio, 
hotoroalioyolio, C^Qi^aryl or C^GuJieteroaryl moiety; or 

Ri and R3, when taken together, may form a substituted or unsubstituted, saturated or 

unsaturated cyclic ring of 3 to 8 carbon atoms; 

R4 is hydrogen or halogen; 

R5 is hydrogen or an oxygen protecting group; 

R6 is hydrogen, hydroxyl, or protected hydroxyl; 

n is 0-2; 

R 7 , for each occurrence, is independently hydrogen, hydroxyl, or protected hydroxyl; 
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Rg is hydrogen, halogen, hydroxyl, protected hydroxyl, alkyloxy, or a C r q ?0 alky!. Cg; 
ggo ft ?kenvl or C^-C?^ alkvnvl a n aliuhatio m oiety optionally substituted with hydroxyl, 
protected hydroxyl, SRi 2 > or NRuR-ia; 

R© is hydrogen, halogen, hydroxyl, protected hydroxyl, OR12, SR12, NR12R13, 
-XiCCHa^a-R!*, or is lower alkyl optionally substituted with hydroxyl, protected 
hydroxyl, halogen, amino, protected amino, or -Xi(CH 2 )pX2-Ri4; 

wherein R12 and R13 are, independently for each occurrence, hydrogen, C x -Q m alkyl, 
Cggzii alkenvl. C-C m alkvnvl. Ci-C™ heteroalkyl , QrQm hcteroalkenyl, C a= &o 
heteroaflcvnvL QxGjQ cvclo» 1M- c r c ?" « wc1oalkenvL G>-C™ cycloalkvnyl, CVC20 
K,t^rYrlo a 1VYl- f >-C™ heterocvc loalkenvl. Q-Cn heterocvcloalkYnyl, -atighaSer 
hBteroaliphntio. alioyoho, hot oro olio yolk^ CvCu aryl or C^C^heteroaryl; or a 
nitrogen or oxveen p rotecting group, or R12 and R13, taken together may form a 
saturated or unsaturated cyclic ring o £oontainin g-l to 4 carbon atoms and 1 to 3 
nitrogen or oxygen atoms, and each of R i2 and R i3 are optionally further substituted 
with one or more occurrences of hydroxyl, protected hydroxyl, alkyloxy, amino, 
protected amino, alkylamino, aminoalkyl, or halogen, 
wherein Xi and Xz are each independently absent, or are oxygen, NH, or 
-N(alkyl), or wherein X 2 -Ri 4 together are N 3 or are a saturated or unsaturated 
heterocyclic moiety, 
pis 2-10, and 

R 14 is hydrogen, or an C V C H arvl. CyCj* heteroaryl, £i^alkyl(£a£i4>ryl, or 
CizCjflancylfCa^eidiheteroaryl moiety, or is -(0O)NHRi S , -(C=0)ORi 5 , or - 
(00)Ris, wherein each occurrence of Ris is independently hydrogen, Ci-Ca *lkyj, 
C r C™ alkenvl- C 7 -C, n alkvnvl. Ci -Cx , heteroalkvl. C 7 -C™ heteroalkenvl. C^-Cm 
heteroalkvnvl. C v Cy, cvclnallevL C»-C w cv cloalkenyl, C,-C-> n cvcloalkvnvl. CvCm 
heterocvcloalkvL CS-C™ heterocvcloalkenvl. C r C ™ heterocvcloalkynyl, aliphatio, 
hotoronliphotio, alieyolio > hotoroalioyolio ; Ci-Cn aryl or C^CLuJieteroaryl; or R14 is - 
S0 2 (Ri6), wherein Ri« is aJkC a alkvL C-> * c,n alkenv1 o r C? ' Ct0 aUg V nvl m ^P^o 
moiety, wherein one or more of Ru, Ris, or R 16 are optionally substituted with one or 
more occurrences of hydroxyl, protected hydroxyl, alkyloxy, amino, protected amino, 
alkylamino, aminoalkyl, or halogen; or 

3 
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R« and R9 may, when taken together, form a saturated or unsaturated cyclic ring of 
containing 1 to 4 carton atoms and 1 to 3 nitrogen or oxygen atoms and is optionally 
substituted with hydroxy], protected hydroxyl, alkyloxy, amino, protected amino, 
alkylamino, aminoalkyl, or halogen; 

Rio is hydrogen, hydroxyl, protected hydroxyl, amino, or protected amino; 
R u is hydrogen, hydroxyl or protected hydroxyl; 
X is O .NH, or CHa ; 

Y is CHR17, ©5 C=0, gr_CR 17 -e**JR*; ^ Z is CHRib, ©j C=0, Qr.CR n or NR w, 
wherein each occurrence of R17 and Rig is independently hydrogen , CrQa alkyli C a -C M 
alkenvl or C,-C™ alkvnvl or aliphatio , egSgrgfid-R w taken togoth e r io O , CH^ or 
NRwT-wherein R » io hydrogon or lower allcyl, and Y and Z may be connected by a 
single or double bond; 

wherein oxygen protecting g ro ups are selected from the eroiip consisting of methyl 
ethers, substituted methvl ethers, methoxvme thvl emer. methvUrriornethyl ether, 
penzvloxvmethvl ether. p-met h r.Yvhenzvloxvmethvl ether, substituted ethyl ethers . 
substituted benzvl ethers, silvl eth e rs- trimethvlsilvl ether. triethylsuylether, 
triisoproovlsilvl ether. t-buMflmeth ylftjlvl S&gL tribenzvl silvl ether, t-hutyldjphenyl 
silvl ether, esters, formate, acetate, benzoate. trifluoroacetate, d ichloroacetate, 
carbonates, cyclic acetalfi and k f rtals and wherein nitrogen protecting grOUPB are selected 
from the group consisting of carb am ates. Troc. amides, cyclic imides, N-alkyl amines, N- 
aryl amjagfi, imines, and enamines; 

wherein the compound is present in an amount effective to inhibit production of a pro- 
inflammatory and/or immunologic cytokine. 

2. (currently amended) The composition of claim 1 , wherein: 

Ri is hydrogen, straight or branched lower alkyl, straight or branched lower heteroalkyl, 

wherein the alkyl, heteroalkyl, and aryl groups may optionally be substituted with 
one or more occurrences of halogen, hydroxyl or protected hydroxyl; 
R 2 is methyl; 

R 3 is hydrogen, halogen, hydroxyl, protected hydroxyl, straight or branched lower alkyl, 
straight or branched lower heteroalkyl, or Cj^i^aryl, 

4 
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wherein the alkyl, heteroalkyl, and aryl groups may optionally he substituted with 
one or more occurrences of halogen, hydroxyl or protected hydroxyl; or 
Ri and R3, when taken together, may form a saturated or unsaturated cyclic ring of 3 to 8 
carbon atoms, optionally substituted with one or more occurrences of halogen; 
R4 is hydrogen or halogen; 
Rs is hydrogen or a protecting group; 
Rs is hydrogen, hydroxyl, or protected hydroxyl; 
n is 0-2; 

R 7 , for each occurrence, is independently hydrogen, hydroxyl, or protected hydroxyl; 
Rs is hydrogen, halogen, hydroxyl, protected hydroxyl, alkyloxy, or lower alkyl 
optionally substituted with hydroxyl, protected hydroxyl, SR12, or NR^RtsJ 
R, is hydrogen, halogen, hydroxyl, protected hydroxyl, OR 12 , SR«, NR12R13, 
-Xi(CH 2 )pX 2 -Ri4, or is lower alkyl optionally substituted with hydroxyl, protected 
hydroxyl, halogen, amino, protected amino, or -Xi(CH 2 )pX2-Rt4; 

wherein R u and R13 are, independently for each occurrence, hydrogen, lower alkyl, 
C ? -Cn aryl, C.-Cu hetetoaryl, alkyKCi^aryl, or alkyl£Cs£i4>heteroaryl, or a 
v njfaogen or oxygen p rotecting group, or R12 and R13, taken together may form a 

saturated or unsaturated cycUc ring of oontoining 1 to 4 carbon atoms and 1 to 3 
nitrogen or oxygen atoms, and each of R12 and R, 3 are optionally further substituted 
with one or more occurrences of hydroxyl, protected hydroxyl, alkyloxy, amino, 
protected amino, alkylamino, amino alkyl, or halogen, 

wherein Xi and X 2 are each independently absent, or are oxygen. NH, or -N(alkyl), or 
wherein X 2 -R u together are N 3 or are a saturated or unsaturated heterocyclic moiety, 
p is 2-10, and 

R 14 is hydrogen, or aa-a CVCu.aryl, Ct- Cy heteroaryl, alkyliCa^aryl, or alkyl{£^ 
C^heteroaryl moiety, or is -(C=0)NHR 13 , -(C=0)ORij, or -(C=0)Ris, wherein each 
occurrence of R l5 is independently hydrogen, alkyl, heteroalkyl, CyC^aryl, 
heteroaryl, alkyU£i£i^aryl, or alkyllCj^heteroaryl, or R t4 is -S0 2 (Ri 6 ), wherein 
R 16 is an alkyl moiety, wherein one or more of Rh, Ris, or R« are optionally 
substituted with one or more occurrences of hydroxyl, protected hydroxyl, alkyloxy, 
amino, protected amino, alkylamino, aminoalkyl, or halogen; or 
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R« and R9 may, when taken together, form a saturated or unsaturated cyclic ring of 
pnntniniTir 1 to 4 carbon atoms and 1 to 3 nitrogen or oxygen atoms and is optionally 
substituted with hydroxyl. protected hydroxyl, alkyloxy, amino, protected amino, 
alkylamino, aminoalkyl, or halogen; 

Rio is hydrogen, hydroxyl. protected hydroxyl, amino, or protected amino; 
Rt 1 is hydrogen, hydroxyl or protected hydrox yi; 
X is O; 

Y is CHR17, ©1 OO, gr_CRi7-e**m»; and Z is CHRta. C=0, ar_CR 18 -e*«R». 
wherein each occurrence of R l7 and R 18 is independently hydrogen or lower alkyl, 
and tak en toge t h er jj Q , CH j o r NFUrr wherein Rh> io hydrogen or lower alkyl, 
aad-Y and Z may be connected by a single or double bond. 

3. (previously presented) The composition of claim 2, where and n is 1 . 

4. (original) The composition of claim 2, where R4 is halogen. 

5. (original) The composition of claim 2, where R» is fluorine. 

6. (original) The composition of claim 2, where Y and Z together represent-CH=CH-. 

7. (original) The composition of claim 2, where Y and Z together represent trans -CH=CH-. 

8. (previously presented) The composition of claim 2, wherein Ri and Rj are each methyl 
and Ra is hydrogen and the compound has the structure: , 

R10 Q 



R1 




R 4 
»OR 6 

R't Re 

wherein R4-R11, n, Y and Z are as defined in claim 2. 
9. (previously presented) The composition of claim 8, wherein n is 1 . 
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1 0. (original) The composition of claim 8, wherein R4 is halogen. 

11. (original) The composition of claim 8, wherein Y and Z together represent -CH=CH-. 

12. (previously presented) The composition of claim 8, wherein n is 1, R4 is halogen and Y 
and Z together represent -CH=CH-, 

13. (original) The composition of claim 1 1 or 12 wherein -CH=CH- is trans. 

14. (currently amended) The composition of claim 2, wherein R* is NR, 2 Ri3 and the 
compound has the structure: 

R10 O Ri_ ^jJR 2 

R 12\ 




R 18 Z K\ X^ORs 



R7 Re 

wherein Ri-Rn, n, Y and Z are as defined in claim 2, or 

Ru and Rg may, when taken together, form a cyclic ring of containing 1 to 4 carbon 
atoms and 1 to 3 nitrogen or oxygen atoms and is optionally substituted with hydrogen, 
alkyloxy, amino, alkylamino, aminoalkyl, and halogen. 

15. (previously presented) The composition of claim 14, wherein n is 1 . 

16. (original) The composition of claim 14, wherein R4 is halogen. 

17. (original) The composition of claim 14, wherein Y and Z together represent -CH=CH- 

18. (original) The composition of claim 14, wherein R, and R2 are each methyl and R 3 is 
hydrogen. 

19. (previously presented) The composition of claim 14, wherein n is 1, Ri and Ra are each 
methyl, R 3 is hydrogen, R4 is halogen, and Y and Z together represent -CH~CH-. 
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20. (original) The composition of claim 17 or 19, wherein -CH=CH- is trans. 

21 . (original) The composition of claim 1 wherein the compound has the structure: 

OH 



22. 



23. 




OH 



or phannaceutically acceptable salt or ester d e rivative t hereof. 

(original) The composition of claim 1 wherein the compound has the structure: 




or phannaceutically acceptable salt or ester_ d crivativ e t hereof. 

(original) The composition of claim 1 wherein the compound has the structure: 

OH o 




24. 



or phannaceutically acceptable salt or ester_ d orivativ e t hereof. 

(original) The composition of claim 1 wherein the compound has the structure: 



8 
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or pharmaceutical^ acceptable salt or ester dprivativo t hereof 
25-26. (canceled) 

27. (original) The composition of claim 1 wherein the compound has the structure: 




28, (original) The composition of claim 1 wherein the compound has the structure: 

o 

or pharmaceutically acceptable salt or ester derivative t hereof. 

29. (original) The composition of claim 1 wherein the compound has the structure: 
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OH O 




30, 



>H OH 
or phannaceutically acceptable salt or ester dorivativ e t hereof. 

(original) The composition of claim 1 wherein the compound has the structure; 

?H 0 * * 




31. 



or pharmaceutical^ acceptable salt or ester dorivativ e t hereof- 

(original) The composition of claim 1 wherein the compound has the structure: 

O 




OH OH 

or phannaceutically acceptable salt or ester d erivativ e t hereof 

32. (canceled) 

33. The composition of claim 1 wherein the compound has the structure: 
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or pharmaceutically acceptable salt or ester derivative thereof. 
34-35. (canceled) 

36. (withdrawn) The pharmaceutical composition of claim 1, wherein the composition is for 
oral administration. 

37. (canceled) 

38. (withdrawn) The pharmaceutical composition of claim 1, wherein the pro-inflammatory 
and/or immunologic cytokine is TNFa, IL-1, IL-6, EL-8 or EL-2. 

39. (withdrawn) A method for treating rheumatoid arthritis, psoriasis, asthma, sepsis, 
inflammatory bowel disease, atopic dermatitis or Crohn's disease comprising the step of 
systemically administering to a subject in need thereof a therapeutically effective amount 
of a pharmaceutical composition of claim L 

40. (withdrawn) The method of claim 39, wherein the compound is administered orally. 

41. (canceled) 

42. (withdrawn) The method of claim 39, wherein the method is for treating psoriasis. 

43. (withdrawn, currently amended) The method of claim39^W-, wherein the compound has 
any one of the following structures: 
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or phannaceutically acceptable salt or eater dorivotivo t hereof. 

44. (canceled) 

45. (withdrawn) The method of claim 39, wherein the pro-inflammatory and/or immunologic 
cytokine is TNFat, IL-1, IL-6, IL-8 or IL-2. 

46. (withdrawn) The composition of claim 2, where Ri is hydrogen or methyl. 

47. (withdrawn) The composition of claim 2, where R 3 is hydrogen or halogen. 

48. (withdrawn) The composition of claim 2, where R4 is hydrogen. 

49. (withdrawn) The composition of claim 2, where R5 is hydrogen. 

50. (withdrawn) The composition of claim 2, where R« is hydroxyl. 
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I 

53. 

I 
I 



55. 



(withdrawn) The composition of claim 2, where R 7 is hydrogen or hydroxyl. 

(withdrawn) The composition of olaim 2, where R 8 is hydrogen or halogen. 

(withdrawn) The composition of claim 2, where R 9 is hydroxyl, protected hydroxyl, - 
OR, 2 , -NRiaRts, or -0(CH2)pX 2 -R,*, wherein R 12 , Ri 3 , R M and X 2 are as defined in claim 



(withdrawn) The composition of claim 53, where R9 is -OR12, wherein R12 is methyl, 
ethyl, propyl, isopropyl, butyl, -CH 2 COOMe, Bn, PMB (MPM), 3,4-CIBn, or R 9 is 



(withdrawn) The composition of claim 53, where R 9 is -NR12R13, or wherein Ri 2 is 
methyl, ethyl, propyl, i9opropyl, or butyl, optionally substituted with one or more 
occurrences of hydroxyl or protected hydroxyl, and R n is hydrogen or lower alkyl, or 
NRiiR.13 together represents a 5- or 6- membered heterocyclic moiety. 

(withdrawn) The composition of claim 53, where R$ is -0(CH 2 )pX2-Ri4, wherein X 2 -Ri 4 
together represent N 3 , NMe 2 , NHAc, NHSOzMe, NHCONHMe, NHCONHPh, 
morpholine, imidazole, aminopyridine, or any one of: 



(withdrawn, currently amended) The composition of claim 2, where Rg and R 9 , taken 
together, form a saturated or unsaturated cyclic ring of oontaining 1 to 4 carbon atoms 
and 1 to 3 nitrogen or oxygen atoms and is optionally substituted with hydroxyl, 
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protected hydroxy!, alkyloxy, amino, protected amino, alkylamino, aminoalkyl, or 
halogen. 

58. (withdrawn) The composition of claim 2, where Rio is hydroxyl. 

59. (withdrawn) The composition of claim 2, where Ri i is hydrogen. 

60. (withdrawn) The composition of claim 2, where Y and Z together are cyclopropyL 

61. (canceled) 

62. (previously presented) The composition of claim 1 wherein the compound has the 
structure; 

O 



63. 




or pharmaceutical^ acceptable salt or ester derivative t hereof. 

(previously presented) The composition of claim 1 wherein the compound has the 
structure: 




or phaimaceutically acceptable salt or ester x iorivativ e-thereof. 



64. (canceled) 
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65. (previously presented) The composition of claim 1 wherein the compound has the 
structure: 



MeQ 2 S 




or pharmaceutically acceptable salt or ester derivativ e t hereof. 

66. (previously presented) The composition of claim 1 wherein the compound has the 
structure: 




or pharmaceutically acceptable salt or ester derivativ e t hereof. 
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